Background: There has been limited evidence about frailty in older patients with acute coronary syndrome (ACS) in Vietnam. Aim: (1) To investigate the prevalence of frailty in older patients hospitalised with ACS and its associated factors; (2) To investigate the impact of frailty on percutaneous coronary intervention (PCI) and adverse outcomes in this population. Methods: Patients aged ≥60 with ACS admitted to two teaching hospitals in Vietnam were recruited from 9/2017 to 4/2018. Frailty was defined by the Reported Edmonton Frail Scale. Multivariate logistic regression was applied to investigate the associated factors of frailty and the impact of frailty on PCI and adverse outcomes. Results: There were 324 participants, mean age 73.5±8.3, 39.2% female. The prevalence of frailty was 48.1%. Advanced age, female gender, history of hypertension, heart failure, stroke and chronic kidney disease were significantly associated with a frailty status. Overall, 50.3% of the participants received PCI (58.3% in the non-frail vs 41.7% in the frail, p=0.003). However, frailty did not have an independent impact on PCI (adjusted OR 0.66, 95% CI 0.41-1.08). Frailty was significantly associated with increased risk of having arrhythmia during hospitalisation (adjusted OR 2.24, 95% CI 1.32-3.80), hospital-acquired pneumonia (adjusted OR 2.27, 95% CI 1.24-4.17), in-hospital mortality (adjusted OR 3.02, 95% CI 1.35-6.75), 30-day mortality (adjusted OR 3.28, 95% CI 1.59-6.76), and 30-day readmission (adjusted OR 2.53, 95% CI 1. 38-4.63). Conclusion: In this study, frailty was present in nearly half of older patients with ACS and was associated with increased adverse outcomes. These findings suggest that frailty screening should be performed in older patients with ACS in Vietnam.
Introduction
Coronary heart disease is the world's leading cause of mortality. 1, 2 Increasing age was associated with an increased incidence of acute coronary syndromes (ACS) and higher rates of adverse events after ACS. 3 In older patients with ACS, the presence of frailty, a state of increased vulnerability and reduced physiological reserve, can create a burden for these patients. 4, 5 The development of frailty involves multiple physiological factors, including the cardiovascular systems. 6, 7 Previous studies showed that frailty was common in older people with cardiovascular disease, and was associated with increased adverse outcomes. [8] [9] [10] [11] [12] [13] [14] [15] [16] [17] [18] [19] In older people presenting to hospital with ACS, nearly one-third were frail, and they were less likely to receive an invasive coronary strategy and pharmacological therapies according to the current guidelines. 20 Over the past decades, the global burden of coronary heart disease has shifted towards low-and middleincome countries. 21 Vietnam is a lower-middle-income country in the Southeast Asia region with rapid urbanisation. In Vietnam, the proportion of older people (aged 60 or over) is increasing, with an estimate of 26.1% of the population in 2049. 22 Cardiovascular disease is the leading cause of death in Vietnam. [23] [24] [25] [26] However, the evidence of frailty in older Vietnamese people is limited. In one study conducted in 2015, the prevalence of frailty in older hospitalised patients was 31.9%. 27 There has been no study of frailty in older patients with ACS. Therefore, this study aims to investigate the prevalence of frailty in older patients hospitalised with ACS and its associated factors, and to investigate the impact of frailty on percutaneous coronary intervention (PCI) and adverse outcomes in this population.
Methods Participants
A prospective cohort study was conducted in patients with ACS admitted to Thong Nhat Hospital in Ho Chi Minh City (Interventional Cardiology Department) and Cho Ray Hospital (Interventional Cardiology Department, Cardiology Department) from 9/2017 to 4/2018.
Inclusion criteria: age ≥60 and was diagnosed with ACS at this admission. Exclusion criteria include: (1) severe illness (dying or receiving intensive care), (2) blind or deaf, (3) severe dementia or delirium, (4) unable to speak or understand Vietnamese language.
The study was approved by the ethics committees of the University of Medicine and Pharmacy in Ho Chi Minh City, Cho Ray Hospital and Thong Nhat Hospital. Written informed consent was obtained from all participants.
Sample Size Calculation
Sample size was calculated for the first aim of this study. The sample size was determined using a single population proportion formula: n=Z 2 1-α/2 * [p*(1-p)/d 2 ], with n = the required sample size, Z 1-α/2 = 1.96 (with α = 0.05 and 95% confidence interval), p = prevalence of frailty in older patients with ACS, and d = precision (assumed as 0.05). Previous studies showed that the prevalence of frailty in older patients with ACS ranged from 30.1% to 43.2%. [28] [29] [30] Therefore, the sample size for this study is calculated to be at least 324 participants.
Data Collection
Data were collected from patient interviews and from medical records. Information obtained from medical records included: demographic characteristics, height, weight, medical history, comorbidities, admission diagnosis, Killip class, PCI during hospitalisation, and events during hospitalisation (arrhythmia, acquired pneumonia, cardiogenic shock, stroke, major bleeding, recurrent myocardial infarction, death, and length of stays).
All participants were followed up for 30 days after discharged. Phone calls were conducted to the phone numbers provided by participants to obtain information about readmission and mortality.
Frailty Definition
In this study, frailty was defined by the Reported Edmonton Frail Scale (REFS). The REFS was chosen because it is a validated tool and more feasible for research in older hospitalized patients. This scale was also recommended by several guidelines to identify frailty, particularly in older patients after ACS. 31, 32 The REFS has been applied in many studies. 27, [33] [34] [35] [36] [37] [38] In a recent study in the North of Vietnam, the REFS was shown to be as effective as Fried's frailty phenotype in detecting frailty and predicting mortality in older inpatients in Vietnam. 39 The REFS includes nine frailty domains: cognition, general health status, functional independence, social support, medication use, nutrition, mood, continence and functional performance. The REFS has a maximum score of 18, and the cut point used to identify frailty was ≥8, as applied in previous studies using this scale. 27, [33] [34] [35] [36] [37] [38] The REFS is based on a questionnaire on how the patient functioned prior to the illness that brought them into the hospital, is not heavily influenced by the acute illness, easy to apply for older inpatients and less time-consuming ( Supplementary  Table S1 ).
Outcome Variables
The primary outcomes of this study are the proportion of receiving PCI, and the adverse event rates during hospitalisation and during 30 days after discharge. Adverse events during hospitalisation included arrhythmia (defined as any of the following arrhythmias: sinus tachycardia, sinus bradycardia, atrial fibrillation, atrial flutter, atrioventricular block, ventricular tachycardia, ventricular flutter), acquired pneumonia, cardiogenic shock, stroke, recurrent myocardial infarction, major bleeding (bleeding that required To identify the factors independently associated with frailty in older patients hospitalised with ACS, multivariable logistic regression analysis was applied. First, univariate logistic regression was performed on all the potential associated factors for frailty on the study data (such as age, sex, comorbidities). Variables that had a p-value <0.20 on univariate analysis were selected for multivariate analysis. A backward elimination method was applied so that the final model retained only those variables significant at p <0.05.
To investigate the impact of frailty on PCI and on adverse events, first, we conducted univariate logistic regression of frailty on the outcome variables. Only outcomes with the number of cases of at least 30 were selected for logistic regression analysis. We also performed univariate logistic regression of other factors that can be associated with PCI and adverse events based on the literature such as age, sex, ACS types, Killip class. [40] [41] [42] The relationship between frailty with PCI and adverse outcomes was then examined by multivariate logistic regression, adjusted to those variables that had a p-value <0.05 on univariate analyses.
All variables were examined for interaction and multicollinearity. Results were presented as odds ratios and 95% confidence intervals.
Results
There were 324 participants, mean age 73.5 ± 8.3 years, 39.2% female. The prevalence of frailty was 48.1% (40.6% in men, 59.8% in women, p<0.001).
In these studied participants, the most common comorbidity was hypertension, followed by diabetes. Compared to the non-frail, frail patients with ACS were older and had a significantly higher prevalence of hypertension, diabetes, heart failure, stroke, and chronic kidney disease. Frail patients were more likely to present with ST-segment elevation myocardial infarction (STEMI) or non-ST segment elevation myocardial infarction (NSTEMI) rather than unstable angina. Overall, 50.3% of the participants received PCI and this rate was significantly higher in the non-frail compared to the frail (58.3% vs 41.7%, p=0.003, respectively). (Table 1) The components of the REFS in male and female participants are presented in Table 2 . Multivariate logic regression showed that age (adjusted OR 1.12, 95% CI 1.08-1.16), female gender (adjusted OR 1.88, 95% CI 1.11-3.17), history of hypertension (adjusted OR 1.88, 95% CI 1.01-3.50), heart failure (adjusted OR 4.08, 95% CI 1.82-9.15), stroke (adjusted OR 4.03, 95% CI 1.80-9.01) and chronic kidney disease (adjusted OR 17.50, 95% CI 2.06-148.52) were significantly associated with a frailty status (Table 3) . Table 4 describes the event rates during hospitalisation and at 30 days after discharge. Overall, the most common adverse event during admission was arrhythmia (37.7%), followed by acquired pneumonia (24.4%). Compared to non-frail participants, frail participants had significantly higher rates of arrhythmia, acquired pneumonia, cardiogenic shock, major bleeding, recurrent myocardial infarction, in-hospital mortality, 30-day mortality and 30-day readmission.
On multivariable logistic regression analysis, frailty was independently associated with increased risk of arrhythmia, acquired pneumonia, in-hospital mortality, 30day mortality, and 30-day readmission ( Table 5 ). These multivariate logistic models were adjusted with the variables that showed a significant relationship with the outcome variables on univariate analyses (Table 6 ). Frailty was significantly associated with a reduced likelihood of receiving PCI on univariate logistic regression (unadjusted OR 0.51, 95% CI 0.33-0.79). However, the relationship became insignificant after allowing for age and sex (adjusted OR 0.66, 95% CI 0.41-1.08).
Discussion
In this study in older patients with ACS admitted to two teaching hospitals in Vietnam, frailty was present in nearly half of the participants. Advanced age, female gender, history of hypertension, heart failure, stroke and chronic kidney disease were significantly associated with a frailty status. Although frailty did not have an independent impact on whether the participants received PCI or not, it significantly increased the risk of adverse events during hospitalisation and during 30 days after discharge.
The prevalence of frailty in this study is similar to previous studies. Many studies around the world have reported a high prevalence of frailty in older patients with ACS, from around 30% to 49%. 10, 28, 30, [43] [44] [45] [46] However, when compared with studies using similar frailty definition, the prevalence of frailty in our study was higher. In the study conducted by Graham et al in 183 patients with ACS aged ≥65 in Canada, the prevalence of frailty was 30.5% using the Edmonton Frailty Scale. 29 In another study in 236 patients with ACS aged ≥80 in France, the prevalence of frailty defined by the Edmonton Frailty Scale was 20.8%. 47 Our study found that the prevalence of frailty in women was higher than in men, which is consistent with the literature on sex difference in frailty. 48, 49 Overall, only half of the participants received PCI and we found that frailty did not have an independent impact on whether the patients received PCI or not. In a recent published review of frailty in older patients with ACS, older people with frailty were significantly less likely to receive guideline-indicated ACS care, including percutaneous coronary intervention (from 6.7% to 43.7% in the frail compared to 30.4% -69.5% in the non-frail). 20 However, these studies just reported the proportions and no logistic regression analysis was performed to examine the independent impact of frailty on PCI.
In this study, frail participants consistently had higher event rates across all of the study outcomes. The impact of frailty on adverse outcomes in our study is compatible with other studies. Previous studies showed that frailty was associated with longer length of stay, in-hospital complications and short-term mortality. 20, 50 Notably, acquired pneumonia was the second most common adverse event during hospitalisation in the studied participants (24.4% overall, 13.7% in the non-frail and 35.9% in the frail). Frailty is a complex process that involves multiple system impairments, including the immune system. 4 The previous study showed that frailty was associated with loss of physiological reserve in the respiratory. 51 There has been evidence of reduced responses to influenza and pneumococcal vaccines in frail people. [52] [53] [54] In this study, the prevalence of frailty in older patients with ACS was high. As advanced age, female gender, history of hypertension, heart failure, stroke and chronic kidney disease were significantly associated with frailty status, older patients with ACS with these factors may require more attention in terms of frailty assessment. Future studies may target these high-risk patients for intervention to prevent frailty. This study is compatible with a previous study in Vietnam in older hospitalised patients, in which frailty was significantly associated with CVD. 27 These findings support the development of a frailtyscreening program for older hospitalised patients in Vietnam, particularly for patients with coronary heart disease. Frailty assessment could provide an opportunity to prevent adverse outcomes related to frailty in this population. According to a recent systematic review and meta-analysis of 21 randomised controlled trials in 5262 participants, physical activity intervention, when compared to placebo and standard care, was associated with reductions in frailty. 55 Physical intervention for older people with coronary heart disease may not only help prevent frailty but also help reduce cardiovascular risk.
To our best knowledge, this is the first study investigating the prevalence and impact of frailty on PCI and adverse outcomes in older patients with ACS in Vietnam. This study was conducted at two large hospitals in Ho Chi Minh City, Vietnam and contained high-quality detailed clinical information. This study has several limitations. First, socioeconomics information of the participants was not collected. In Vietnam, socioeconomic circumstances may have a significant impact on whether patients with ACS may receive PCI or not. Secondly, the follow-up time was short, and the sample size was calculated for the first aim of the study to investigate the prevalence of frailty. Therefore, the sample size may not be large enough to detect a significant association between frailty and PCI, and other adverse outcomes such as major bleeding, stroke, recurrent ischemia.
Conclusion
In this study, frailty was present in nearly half of older patients with ACS and was associated with increased adverse outcomes. These findings suggest that routine frailty screening should be performed in older patients with ACS in Vietnam. Notes: Killip class was treated as a continuous variable (values from 1 to 4). Abbreviations: ACS, acute coronary syndrome; PCI, percutaneous coronary intervention; STEMI, ST-segment elevation myocardial infarction; NSTEMI, non-ST segment elevation myocardial infarction.
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